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DETAILED ACTION 

Information Disclosure Statement 

The information disclosure statement (IDS) submitted on April 15, 2005, has 
been considered. 

Prior Office Action 

The office action mailed July 29, 2005 is vacated in favor of the following: 

Claim Rejections - 35 USC § 103 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 

This application currently names joint inventors. In considering patentability of 

the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 

the various claims was commonly owned at the time any inventions covered therein 

were made absent any evidence to the contrary. Applicant is advised of the obligation 

under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 

not commonly owned at the time a later invention was made in order for the examiner to 
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consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1-71 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Gaviraghi et at., US 6,071 ,939 ('939), Sada et al.,US 6,878,703 B2 in view of New drug 
evaluation, No. 20, April 1998, Gasser et al., 1999 J. Clinical and Basic Cardiology (2) 
169-174 and Norwood et al., Drug forecast, Olmesartan Medoxomil for hypertension: A 
clinical review. 

Gaviraghi et al., teach in regard to current claim(s) 1 , 8, 1 1 , 4, 5, 9, 10,14, 15, 21 , 
29, 30, 32, 40, 43, 50, and 56 a method of treating hypertension (current claim 1) 
administering an angiotensin II receptor (current claimsl , 8, 11 and 13)(column 1 line 
19-20) antagonist (telmisartan column 1 line 19) and a calcuim channel blocker (current 
claim 1) lacidipine (column 1 line 14). The patent '939 teaches combination of 
lacidipine and telmisartan provided an unexpectedly advantageous combination for the 
treatment of hypertension column 1 lines 30+. Gaviraghi et al., also teach the dosage 
range of the angiotesin II receptor blocker (current claims 4, 9, 14, 15, 21 , 29, 32, 40, 
43, 50 and 56) to be iOmg- 100mg and the calcium channel blocker to be 1-6mg at 
column 3 lines 39+, see current claim 9 (i) as disclosed by applicant, and is taught at 
column 3 lines 40+ of the patent, and 20 mg of second amount (current claims 10,15, 
22, and 30) at column 5, line 47+, where 0.2 mg/kg of the second drug and 1mg/kg 
angiotesin II receptor was administered. Upon calculation, based on the average 
weight of a human being of 70 kg, about 14 mg of the second drug, would have been 
administered. Where the individual weighs more, e.g., 100 kg, the equivalent amount of 
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angiotesin II receptor is 20 mg, making the claim limitation obvious because the amount 
of angiotesin II receptor administered is the same. At 150 kg the equivalent is 150 mg, 
of angiotesin II receptor would have been administered. 

Gaviraghi et al., also teaches the limitation(s) of current claims 57-66, a 
controlled release formulation of the drug lacidipine and telmisarta. 

While, Gaviraghi et al., did not teach administering the diuretic of claims 2, 6-7, 
67-71. Sada et al., teach in regard to current claim(s) 1,2, 6-7, 27, 67-71 administering 
an angiotensin II receptor antagonist (claim 1) and a diurectic (claims 2, 6-7, 27, 67-71) 
for the treatment of hypertension column 1 lines 13+, where the diuretic is a 
chlorthalidione (claims 6, 7,18, 27, 36, 37, 70-71) (column 4 line 54) or a 
hydrochlorothiazide (column 4 line 58)(claims 6,7,36,37, 68-69). 

The New Drug evaluation reference teaches in regards to claim(s) 1 0, 1 5,1 7, 24, 
31 lercanidipine administered to mild -moderate hypertension patients at 10 mg or 20 
mg daily (see page 1 of reference). Mild to moderate represents patients whose high 
blood pressure was lowered with treatment. 

Gasser et al., teach in regard to current claim(s) 30, 48-49, 54-55 administering 
lercanidipine as low as 5 mg/day (page 171 therapeutic use) to 40mg/day. Gasser, also 
teach as in current claims 16 and 23 a patient population of non-responders at page 
171. 

The Drug forecast reference teaches current claim(s) 3, 8, 12, 13, 19, 20, 25-26, 
28, 38, 39, 42 45-47 administering olmesartan medoxomil as in claim 3 and 13, for 
treatment of hypertension at dosages ranging from 2.5-80 mg as shown on page 614 
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(clinical efficacy) and table 2 of the same page. Drug forecast also teach irbesartan, as 
in claim 20, telmisartan (same drug taught by Gaviraghi) are also angiotensin II receptor 
blockers and the dosage on page 614 table 2 and also of irbesartan (claim 8, 51-53) on 
the same page. The reference also teach hydrochlorothizide administered from 25- 
50mg/day page 614 second column-Puchler study lines 4+ as in claims 19, 25-26, 28, 
38. The reference also teach (see table 2 list of drugs and dosage amounts given) 
irbesartan current claims 33, 42, 44 the amount from about 150-300, also teach 
moderate top severe hypertensive patients thus includes tachycardia patients (see 
puhcler study-below table 2) as in claims 34-35, 41 . 

The claims differ where Gaviraghi administers telmisartan and lacidipine to treat 
hypertension instead of a olmesartan and lercanidipine combination. 

It would have been obvious to one of ordinary skill in the art at the time the 
claimed invention was made to replace the drug telmisartan and lacidipine as taught by 
Gaviraghi with that of olmesartan and lercanidipine as disclosed by Gasser and the New 
Drug reference to provide for the treatment of hypertension as in current claims 1-71 . 
Combination drug therapy would vary, per individual basis, some patient respond to one 
set of drug will vary from another i.e., (tolerance), therefore the varying combinations of 
drugs are needed to treat the same condition, e.g., telmisartan and lacidipine with a 
diurectic or olmesartan and lercanidipine with a diurectic (same effect) are expected to 
give options to treatment of individuals in need thereof. 

One of ordinary skill in the art would have known that using olmesartan and 
lercanidipine combination in place of lacidipine and telmisartan would work because 
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each are well known drugs used for the treatment of hypertension. Telmisartan and 
olmesartan medoxomil are well known angiotensin II receptor drugs having the same 
function in the treatment of hypertension. Lacidipine and lercanidipine are functionally 
equivalent and are both calcium channel blockers used in the treatment of hypertension. 
Gaviraghi also teaches that combining or co-administration of telmisartan and lacidipine, 
has a synergistic, antihypertensive effect, andimprovement of blood pressure control 
was achieved (see column 1 lines 35+). 

Gaviraghi et al., teach that telmisartan and lacidipine was used to treating 
hypertension, in patients to show the combinatory effect of the drug administered. The 
result showed significant reduction effect in the mean blood pressure and the heart rate 
(column 5 line 45-67), i.e., motivation to and for one of ordinary skill in the art to 
practice. Although, this study did not per se teach the combination as disclosed by 
applicant, it teaches the use of an angiotensin II receptor blocker combine with a 
calcium channel blocker and that affects hypertension. Gaviraghi et aL.also teach a 
formulation for controlled release, thus making it obvious to one of ordinary skill in the 
art to formulate a drug as claimed by applicant to be released slowly upon 
administration. 

Sada et el teach in addition to the angiotensin II receptor blocker as a diuretic 
(current claim 2) to be hydrochlorothiazide (current claim 6). It is known that co- 
administration of an angiotensin and a diuretic is an effective therapy for treatment of 
hypertension (column 1 lines 28+). Sada also teaches the effect of co-administration of 
the drugs result in switching on signals at their respective receptors to cause 



Application/Control Number: 10/791,148 Page 7 

Art Unit: 1614 

pharmacological actions (column 1 1 lines 47+),resulting in decreases in plasma 
concentration below the threshold plasma levels. 

One of ordinary skill in the art would have expected successful results in 
administering an angiotensin II receptor blocker together with a calcium channel blocker 
and a diuretic to treat hypertensive patients since both are successful separately. 
Therefore, one of ordinary skill would have been successful combining the teaching of 
the selection of olmesartan medoxomil and lercanidipine for the treatment of 
hypertension and using a diuretic. Diurectics have been used to treat hypertension 
patients. One of ordinary skill in the art would have combined the teaching of Gaviraghi 
with that of Sada, to lower the heart rate of the hypertensive individual or patient and 
thereby ameliorate hypertension. Both references teach combining an angiotesin II 
receptor with a calcuim channel blocker or using an agiotensin II receptor with a 
diurectic gave better result in lowering the blood pressure. 

Further, one of skill would have been motivated to combine the teachings of 
Gaviraghi with that of Sada, New Drug, Gasser and Norwood as disclosed by 
administering the doses (in claims 4 etc) and expect a successful result in the treatment 
of hypertension. Using drug doses taught by Drug forecast (administering olmesartan 
medoxomil for hypertension at dosages ranging from 2.5-80 mg as shown on page 614) 
together with 25-50mg/day of the diurectic and lercanidipidine from 5mg -40 mg as 
taught by Gasser, one skilled in the art would expect to treat various population of 
hypertensive patients with different combinations of olmesartan medoxomil/ 
lercanidipine and hydrochlorothizide. 
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Claims 4, 9, 14, 21 , 29, 32, 40, 43, 50 and 56 are rejected under 35 
U.S.C. 103(a) as being unpatentable over Gaviraghi et al., US 6,071,939, Sada et 
aL.US 6,878,703 B2 in view of New drug evaluation, No. 20, April 1998, Gasser et al., 
1999 J. Clinical and Basic Cardiology (2) 169-174 and Norwood et al., Drug forecast, 
Olmesartan Medoxomil for hypertension: A clinical review as applied to claims 1-7 and 
67-71 above, and further in view of Physicians Desk Reference (PDR) (C) Sanko Pharm 
Inc2002. 

While the combined references of Gaviraghi et al., Sada et al., New drug 
evaluation, No. 20, Gasser et al., Norwood et al., do not teach claims 4, 9, 14, 21 , 29, 
32, 40, 43, 50 and 56 wherein there are variation of administration of the first amount 
(an agiotensin II receptor blocker) and the second amount (calcium channel blocker), as 
olmesartan and lercanidipine. 

The PDR teaches (see highlighted section) olmesartan medoximil on page 3 of 
reference (general) is administered up to 320 mg or given in multiple doses of up to 80 
mg, (Claims 5) the reference also teach on page 5 angiotensin receptor blockers and 
hydrochlorthiazide had the effect of lowering blood pressure. 

Gaviraghi et al., also teach of the dosage range of the angiotesin II receptor 
blocker (claims 4, 9, 14, 21 , 29, 32, 40, 43, 50 and 56) to be 10mg- 100mg and the 
calcium channel blocker to be 1-6 mg at column 3 lines 39+, see claim 9 (i) as disclosed 
by applicant, and is taught at column 3 lines 40+ of the patent. 

Since the PDR teaches the dosage range of olmesartan medoximil, one of 
ordinary skill in the art would have combined the teachings of Gaviraghi with that of 



Application/Control Number: 10/791 ,148 Page 9 

Art Unit: 1614 

Sada, New Drug, Gasser and Norwood with that of PDR, and expect a successful result 
in varying or optimizing the doses, form mild to high hypertensive patients. Gaviraghi 
already teaches of the combinatory effect of telmisartan and lacidipine (see column 3 
lines 39+) and column 2 lines 59 + where the patent teaches that the combination 
amount will vary according to the body weight, age, general condition and severity of 
the disease. One skill in the art would know that any combination of an angiotensin II 
receptor with a calcium channel blocker would be successful, as several variation of the 
combination already exist (see above discussion). With regards to the different 
population treated, as taught by Gaviraghi, column 2 line 59+ depending on the severity 
of the hypertension (for example -tachycardia where the heart rate is very high) the 
dosage is optimize or determined by one of ordinary skill in the art. One of ordinary skill 
in the art would have been motivated to use olmesartan medoximil/irbesartan and 
lercanidipine instead of telmisartan and lacidipine since olmesartan 
medoximil/irbesartan and lercanidipine is also taught by the above references. 

Further, one of skill would have been motivated to combine the teachings of 
Gaviraghi, Sada, New Drug, Gasser and Norwood with that of PDR because the drugs 
in question are functionally similar to the drugs used by the above reference; 

a) angiotensin II receptor blocker 

b) calcium channel blocker 

Thus the claimed invention was prima facia obvious to make or use at the time it 
was made. 

No claims are allowed. 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Shirley V. Gembeh whose telephone number is 571- 
272-8504. The examiner can normally be reached on 8:30 -5:00, Monday- Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Christopher Low can be reached on 571-272-0951 . The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-21 7-9197 (toll-free). 
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